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^canceled' 'Claims 1,„5,- 13,/ '-21t23,- '.40", 49-54 -and 67-72 *hav.e" been 

* -» 

_ *■ 

•amended. "'No .-new 'matter has beep -.added by these amendments. 
Reconsideration is respectfully -requested .in 'light of" -these 
amendments and the following remarks. *. 



The Examiner suggests that the reference to the address of. the 
ATCC is incomplete at several places in^ the specif ication as filed. 
Applicants have amended the specification as requested at pages 48> 

66, 69 and 73* . * 

II. Rejection of Claims Undor 35 U/S.C. 112, First Paragraph 

ClaimSv49-72 have been rejected under 35 -U..S.C:- 112,- first 
.paragraph, 'as containing sub ject Imatter which was not. described in 
the specification in such a way as to enable one skilled -in the art 

_ _ *> 

to which it -pertains , or with which it is most nearly connected, to- 
make and/or use 'the-* invention commensurate in scope with- these 
claims.- The Examiner suggests "that "the specif ication -as filed -while 
being enabling-for a"method_of modulating .expression: of human and 

__ _ ^ >«. * 

murine IL-5 and IL-5 receptor alpha genes .in vitro"- does not "enable, 
.in vivo uses of the "claimed ^antrsense compounds ,-*nor5does it enable* 
a diagnostic kit- for detecting expression levels of -IL-5 receptor: 
alpha. The' Examiner cites several articles on the- technology of 
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'antisense -to support* the"- position regarding extrapolation to "in^ 
vivo and- .pharmaceutical uses. / Applicants respectfully- traverse 

* - ^ 

this rejection -of the claims - 

Applicants^ disagree with the Examiner's suggestion that* the 
cited references support the position that application of antisense 
in vivo is unpredictable. ' - - _ • 

The Examiner has pointed to several articles on the technology 
of antisense oligonucleotides to support the view that antisense 
technology is unpredictable. However, when one reads each, of these- 
papers as k whole, as required under MPEP 2141.02, these references 
actually teach the potential usefulness -of this class- of drugs in 
huma'ns/ and more importantly fail to provide any reasonable basis 
to doubt the pharmacological ~ activity observed in <cells in the 
instant invention would also occur' in/cells in whole- animals* and 

humans. * - "' ' v " 

. " : The paper .-by Branch (1998)*- teaches the ^nee3 to '"develop^ 
■anti&ense molecules, based on sound data ana .careful screening, such 
^ajs- is presented in.- the -Tifistant* Specification.; -^Althou^h' this 
c. discusses s^me of -the " issues to-be addressed in - development/ of 
antisense as a pharmaceutical; tool, no where does it teach that' 
extrapolation from in' vitro- data to * in vivo effects . is 
unpredictable inherently- as asserted by the Examiner* • . ■ : 
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" The "paper Tby Crooke* i-s~a review paper "on the. loas.ic principles 

- of jantisense therapeutics. . The ■ statements^ alluded-to -by --the 
*■ - ■» 

Examiner concerning extrapolations from in vitro" uptake studies to 
predictions about In: vivo pharmacokinetic behavior are- only one 
small part of this review paper.. When read in its entirety the 
author is merely stating a well known' fact in the development of 
any drug, not merely jantisense/ Pharmacokinetics is not the study- 
of the pharmacological activity of an. agent, such as is^ studied, 
commonly in cells, but rather the study, of the biological 
distribution of a- drug in an animal or human, . Therefore, the- 
statements by the author do not demonstrate the unpredictability of. 
antisense oligos- In vivo but rather-merely state -the -obvious, that 
one would not use studies on-" cellular uptake to « predict 
"-pharmacokinetics i"n- animals or humans because- it is- not a logical 
"use of such data- for any' drug. - Data" in'- cells are used* routinely, 
: - however r as predictors of pharmacological^ activity in ^animals and 

'•- " . - - * «' - ■ - 

- 'Humans. . It is "a fundamental "principle, of drug development "that 

da*fa from* whole, cell studies,- such as^are provided- in Example 15 of 

- - the instant specif ication,. -are directly applicable JtC predicting Z t ±n 

— ■ , _ ™ *. «»r - , - -*• 

"^ivb^act-rtfity." -The. teachings' of the pape?-by-. Crooke-, as* well -as 
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the-. other cited paper. -(Branch) , -provide no reason •■tor.doub.t t'hat 
- ' -this fundamental principle is * applicable _*to 'antisense agents- 

In fact, statements in '.the paper by Crooke. support the fact 

: "that development of .antisense drug products is viewed by those of 

- ~ <■ 

skill in the art as being the same as development of any other drug 
product in terms of applying the basic -principles of pharmacology. , 
"For example, on page 22, first paragraph, Crooke points out 
"... numerous well-controlled [pharmacological] studies. have been 
reported in which antisense activity was conclusively demonstrated 

. " [in vitro]*" The key according to Crooke is the careful design of 

** 

the in vitro studies to, carefully evaluate dose-response 
-relationships and antisense mechanism, similar; to- the type, of.' 

*■ ■ -* -m 

* .. 

studies presented in the instant specification..- Therefore, what 
this paper, and the "other cited by -the Examiner actually teach is 
' . : that antisense oligonucleotides must be developed -using well. 

* desiqned studies that"" progress "logically from* activity in cells to 
\ - "activity in animals and humans-,^ .Nowhere- in _the ref erencejdoes^ the 

- author' .state or suggests that results of -well-designed 'in vitrcr 

* - ** ■ - ^ •* ~ f* 

pharmacological- -studies* orr,in vivp^'pharmacalpgicel ^studies^rin 



animals- would not be 'predictive of -activity^In >viv6 in-humans..- 
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- ^Additionally, - the^ Examiner has falled'to provide r.easons for 
the -rejection .of claims" 7 0-72 based, on * the cited . references- 
Neither of the /cited "references teaches or suggests- that activity 
to inhibit expression of IL-5 receptor alpha in -eel Is would not be 
predictive of the successful development of a diagnostic kit. 
Since a kit is based on determining activity-' in either fluids, or 
cells isolated from a patient, an in vitro type assay, it would be 
clear to one of ordinary skill in the art that -'data from -in vitro 
experiments would be not only applicable but enabling. . Further ., at 
pages 23-24 of the specification as filed/ such kit development is 

■ " * 

discussed. 

However, in an earnest effort to advance the prosecution of 
this<- case, Applicants have amended claims 49 and 51-54 - to . recite 
that the methods are performed in vitro" and have canceled- .claims 
'55-66, with Applicants reserving the- right to file .'a -.continuing 
-application -directed to this -subject matter.; Additionally^ claims 
67-6*9 have been, "amended, to. remove"- the term "pharmaceutical"^ and 
claims- 70-72 h'ave /been "amended^ to" add. ,the--l imitation .of "an Mn 

— H * ^ * 

— - -L - * * ^ . ~ * ~ 

vitro" diagnostic' kit, - . v ** . " ^ "~ "<*c - ^ , - 

•» — ■ ~ * ' 

Applicants have "not amended" claim 50 to recite .that the method 
' is"( performed in vitro, however r because. Applicants respectfully 
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ppint.-out that in the " specif ication , as-, filed, at pages ^60-64, 
■ results* of several In'vivo studies are .presented.* . Experiments were, 
performed and presented* in the specification as ..filed demonstrating 
that the antisense compounds -of the. fnstant invention were 
effective when given to animals in. vivo. In one * set of 
experiments, eosinophilia was prevented in mice. dosed in -vivo with 
antisense oligonucleotides* In another -set of experiments, I.L-5 
levels were shown to be' decreased in mice in. vivo after pre- 
treatment with antisense compounds, of the instant invention,. In .-a 
third set of experiments, an art-accepted mouse model for human 
allergic asthma, .the antisense compounds of the .instant. invention 
were shown to -have therapeutic activity. Therefore," the 
specification as filed- demonstrates^ that the compounds of. the 

*^ f m. — * 

instant invention are'- pharmacologically- active in vivo to * reduce* 

. -IL-5 levels and thus^-treat allergic ~ asthma ' in ari art-Taccepted 

- - \ - - * - . 

animal model for "human asthma- ~ > • " J - . J' 

Based on the * arguments presented "above " and the- amendments to 
; the claims,^ withdrawal of' 'the refection is respectfully^ requested. 
1 lllr Rejection~of Clairos Under "35-U .S . C . 102(b) 7 

■ ' - , <=- *~ *. - ^ ■ 

Claims 1-3, 7,. 8, -4 9~and 50 -have .been re j ected under 35 U.S-G-T- 
102. (b) as being . anticipated by Weltman ' et , -al : (US '.Patent 
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6,0"48,726>.- The "-Examiner Suggests, that this patent- discloses a .16- 
mer", antisense oligonucleotide /that - modulates > expression of 
mammalian IL-5 as 'well" -as inhibition of" IL-5 signal transduction in 
vitro using said -antisense compound. - Applicants respectfully 
traverse this rejection. 

-At the outset, Applicants have amended the claims, to recite 
that" the antisense compounds* of the instant invention are "either 
targeted to murine IL-5 nucleic acid molecules or are targeted to 
human IL-5 nucleic acid molecules within .. regions other - than the 
full coding region 1 'of human IL-5. " Support for these amendments to 
the claims can be found throughout the specification as filed but. 
in particular at pages . 46-113 ♦ . " - r : - * 

' Weltman et al.. (US Patent 6,048, 726) disclose a 16 mer 
antisense oligonucleotide that - has the ability"-- to inhibit 
expression of -IL-5 in vitro- The antisense compound was', designed to 

be antisense to an area "within the -coding region of human' IL-5. ^ No 

- * - „ * _ 

other ^targets for antisense 1 withih- the sequence .of n human *IL r 5 are. 

"faught" by thi's. reference. ' . In " addition/.*." only one - particular. 

- ~ - ■> »■ • » *■ 

.sequence for' a coding region iargeted^antisen,s\ compounds-is taught^ 
~" " "'MPET*^ 131" -states thatfln order to^anticipate "an- invention the: 
reference cited must teach each and. every limitation of the. cited 

* 

claim. The patent of Weltman'. et al . fails 1 to teach the limitations. 
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- " of the' amended "claims arid * thus., cannot - "anticipate the instant 

invention* Withdrawal of-this rejection/is -respectfully ~ revested. - 

- " .Claims 5 and 51~have 'been 'rejected* under .35 U*S,C; 1027(b) as 
being anticipated by Nyce et al.- (WO' 96/40162) • -The Examiner- 
suggests that this patent application discloses oligonucleotides of 

* 8 to 30 mer targeted to human IL-5^ receptor a as well as a method 
of inhibition of IL- 5 'receptor a through use of antisense targeted 
to this gene. Applicants respectfully traverse this rejection. 

"WO 96/40162 discloses "the use of antisense oligonucleotides 
that are essentially adenosine-f ree to J treat airway . disease wherein^ 
the antisense are targeted to IL-5 receptor a and IL-5, Nowhere 
" does* this patent application teach or .suggest antisense targeted- to 
'* murine IL-5 receptor- a or antisense targeted, to specific regions of- 

-human IL-5 receptor a as now claimed. .Further, none /of .the 

*• - . - 

specific sequences of, the instant invention are taught: or- suggested 
by this patent -application , * MPEP 2131 specifies that in .order' to 

- "anticipate an -invention the „ reference* cited must,, teach - each and- 
ever,y limitation * of the -cited-claim^ , The ^patent- application of 

^Nvce et a-1. :fai*ls to tea'ch the limitations~~of the amended "claims^ 

- and * thus- cannot^anticipate . the instant invention .;- ♦Withdrawal,^of" 

f , ■ "... i . . 

this . re jectioh i^s respectfully requested.: •■ 
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, ,' Attorney Docket Nov: . ISP^-0537 ; : • ... ; 

: inventors: ..' Dean et al. ^ 
- Serial^ No.: * . \' 09/800^629 ^ 

' * filing* Date: / March 7 , 2001 ' ^\ - * <~> * 

Page .-16 ^ . - , ■ - ^ , ■ " * - . - 

*" * ■ " "» - - 

- — — - 

."Claims- 13 and 40 have, been: rejected* under 35"U,.S -Q." 102 (b).: as" 

D . being anticipated by: -Bennett et al/ -(US - Patent 6,210,-892)-.- 'The 
Examiner suggests -that this . patent .discloses a 15/" nucieobase 

" « .portion of SEQ ID NO:- 209, Applicants respectfully traverse. this 
rejection. ** ■ - . * 

N ~ Applicants have amended claim 13- and 40 to recite that the, 
instant invention consists of SEQ -ID NO: 209, Bennett et al. 
disclose a sequence that, contains SEQ ^ID NO: 209 of the instant 
invention but does not- consist of SEQ "ID NO: '209. MPEP 2131 
specifies that in order to anticipate an invention the reference 
cited must teach each . and every limitation .of the cited claim* The. 
patent of Bennett et al* fails to teach- the .limitations o*f the 
amended claims and thus- cannot anticipate - the ■ instant -invention * . 
Withdrawal of this rejection is respectfully requested, . . - . 

- " Claim 4 has been rejected under .35.- U-S-C. 1 ■ 1*02 (Jo) .as being 

anticipated by Dolgonov et al • (US Patent 5," 821, 091)-.*. The Examiner 

- * ~ " / . ■ . - \ - • - 5 ■ 

suggests- that .this patent^discioses a~24 mer-seguence (SEQ^ID NO:^ 

^ "i4). having 100%. homology -with b'asesJl-20 of "SEQ' ID • NO: -$2~of Jthe^ 

*- - ». — ... ~ ^ .. » * - ■ — _ 

" instant>applicatxon.^ Applicants respectfully jiisagr^ee** with the 
Examiner'-s- conclusions . ~". r. -.. • ^ . .->:••• - ^ * . v*"' r "; . 

Careful review of - the sequence in the Dolgonov patent and SEQ 
ID NO: 52 of the instant invention failed to reveal the claimed 
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- 100% -homology-. referenced '-by .the ..Examiner,. MPEP 2131 specifies that 
t in .order* to anticipate an* invention the reference cited-must it each- 
each land every/ limitation of ' the*" cited claim* ."The. patent of 
Dolgonov et al- -I fails to teach the "claimed, limitations .and . thus 
cannot anticipate the -instant invention. , Withdrawal of" this 
rejection is respectfully ' requested. * - , " - . . ' 

IV. Rejection of Claims Under 35 U.S. C. 103(a) 

Claims 1-4 f ' 7-23 , "49 and 50 have "been rejected under 35'U*S.C 
103(a) as being unpatentable over Weltman et al,.,.- and further in 
view of Dolgonov et al., Sahasrabudhe et -al. (1996)/ Baracchini et 
al- (US Patent 5, 801, 154), jand Fritz et ail. (1997). The Examiner 

" suggests, it "would" have- been prima facie _ obvious for one of ordinary 
* * - .. ' - * 

'skill to combine the teachings of Weltman * et al - , Dolgonov et al ir 

- * - - . - 

-Baracchini et al,/ and Fritz et al." to make the instant' invention 

bebause Weltman teaches antisense to IL-5 and use of antisense tO: 

inhibit gene expression, Dolgonov teach an antisense compound with 

100% homology "Eo ^a sequence ~ cl-aimed, -Baracchini et; ad. disclose 

modification of .antisense as claimed, and Fritz et-al. teach' use- of 



drug delivery^ 'systems, as '"claimed "for dl-igqnucl-eqfridesL c -"Taj? 
. Examiner suggests that motivation -is provided "by the teachings rof 
Weltman and Dolgonov, while Baracchini r Fritz,' ' and Sahasrabudhe 
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, 'A. • 



Ati^'the c ou.tset, Appliftjanta 'have amended-,th^-c^-^ims. to recite 

1 Xf' " •■ • 

,specif iV; r ifegions within ^£he -nncleobase sequence „of IL-5 'nucleic- 

- - - " " ■ ■* *- 2. t* ■ - T' . - 

acid molecules; of specific SSQ ID N0':s " thati are^'to^.be- targeted. ;by; 
antisen^e compounds. Thesel regiohs are taught -in^ the specification 
as filed, (as discussed In-^ ^ detail supra) r .;*} '■ ^ 

^ ; Weitman et al, (US Patent 6, 048, 726) - -discloses. -a single I6rmeri 

... . . .j . - ^ - — -i 

• ■ - .. t . — ■ .r , t, 

■ . - ■ . ■* ... 

antisense oligo'rtucleotide^ .that ' .. has .; the.- .abiiity 
expression of IL-5 in vitra:^ The antisense^ compound ; was, designed: to 
be antisense to an. area -within .the coding -region ,£>f* .human- .IL-5 No! 

i , ' * . ■ w •■■ ■ - „j > ' ■ -* ' ^ . . -^-i, 

Other tarqets for antisense within the sequencer^ ff'humari IL-5 4ie 
taught ''by this : ref erencef In "addition/.:, only -.one. particuiar- 

• *~ . ^ ^ v , j 

' J ' ™" ■ J ■ ^J-^* T - ^ ^ . ^ 

sequence >3 for. a : coding region targeted aritisensei^oinppund, is- taught ■•<■ 
Nowhere^-* 



A" 



if 



to.^ * inhibit 



C ^'^w^- coding^ region 

^- - V " y — <- — : ^ - j- 1 > 




^witftcantl.^eifse,.^^Eurt-tie faXls.^t'Q. tea^h^any^f^>f 

r "*.rr specifiG^sequence;s^of ^the^ instant OTentionv^^c^ 

' 1 " ihe'v'rseco'ndax^ ^ ref e^ ; hce5 , ^.-<i.te'd-^ - fail z : . to ,. r ove repine^ ;rtHe- 



^" <3 - . 





- ^ Jjr ~ 



■deficiencies in teaching of this, primary- reference*^ v ' ' *' 

As 'discussed supra, Dolgonov et ai', fail, to teach a'. specific 
sequence of the instant invention, as- .claimed by^ the- .Examiner. 
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• ' Attorney Docket No < > , ISPiJ^0S37 

•. .-Serial -No.":; * '.'-.V/'. ■.>'i,Q9/800„62_9 ,{j T : \ . ■ '-J^. :„.'• ^' i//-'^'- • ;>^X ' 

„' v- Filing.. Date:. V-^C* ' '^Wttch J, 20<m -jz*, J .-^^'^ir • ' ••i,'^' - '^ 

^ -s-; - ^ <■ >^ ■ r ; -vs . ^j, •■ ^ j^..^.- > 



•■ -r..r - -sv Ai. <^ 



- ^- * -There-fore.- this^Daten^t "fails to teach or -suggest -fehe^ object r of th*e i / ^ 



o ^ - * ' -Therefore this^paten^t "fails tp teach or -suggest -the^ ob: 

instant - " invention as claimed ~ancTadds no teaching to 'support 7a case ~- 
of prima facre -obviousness . 



' Sahasrabudhe et al-., (1996) discloses . r *the*b effects of 

- . - " * Iff-'" ' 

T stereoisomerism at" the point of attachment -of. peptide to an 

. • ' ' - •. * * .. 

ol"igonuclebtide> "as a conjugate. Nowhere doe.s r this .patent teach or. 
suggest antisense' compounds targeted to' regions -of'' nucleic 

.. • " ' ■ -t . ' 

acid molecules/ as claimed^ . . - 

The ^154 patent-' teaches modification to antisense 
oligonucleotides in general ^as a way -to enhance*' activity . /However;, "" 

- this general discussion of 'modified, oligonucleotides ^dloes not -teach 

.. .' - - 4 . * .« " ' - » ^> ■ ?^ 

or suggest use of" antisense compounds bf ? any type- to" target. 

specific regions/ of an. *IL-5 -rnucleic . acid . c molecule and the" 

f5 successful inhibition ; of expression using antisense-; 

i> ^- ti * 

-~. _ ' - *~ - 

*~ • " 

Z ' Fritz et^al . * (1997) disclose' and "characterize- model" drug--- 



* car 



ri^er -systems- for antisense- oligonucleotides. .However^ nowhere, c? 
-^Z a doe s^this papjerSTteach o£* suggest "antisens'e compounds targeted7to ^f- 



*- . v ^regi ; ons of ILt5 jaucleic-,acid- molecules ; afcclaimed» ■ ^ . «-* * r^^>- ^ 



■^vr- To s e'stabri'Sh "a prima ^fhcie case Obviousness ^"tfiree: ba^ic \ *^ 
•criteria must be met*,.' MPEP' '214 3 First, there, must be . some* / • " . 

.. ' . . .. ... •» 

.suggestion or motivation/ either in the references themselves . or in •■ *. /: 

> *J " j " in". 

the knowledge generally available to one. of ordinary skill in the 
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* ^art,^ too^modify ^the" referenced or to combine* rreference ^teacKinas • • 

"."Sftcond/* thete.- must : be "a .reasonable expectation «of success. 

- - • ~ •» 

* ^ _ *■ - - — 

— •« _ . - 

» _ — 

. Finally, the'prior art must teach or suggest all claim limitations, 
The claims as" amended, which recite specific regions, other, than ^ 
the human coding region, within specific nucleicjacid$ that encode- 
IL-5, are not-^ taught or- suggested by any of -the references 

individually or when combined. Therefore, - present invention is not 

. — ■ ^ ■ -. 

taught or suggested by the combination of prior -art- references, nor 
is any expectation of successful use .. of "such region targeted 
antisense "compounds provided by the combination -of prior ,art.*- 
Thus, the combination of prior art cited cannot render, the instant 

claimed ' invention obvious. Withdrawal - of- this rejection ". isr. 

- • *^ ■ " * 

therefore respectfully requested. ■ . 

■*■ - , 

^ Claims- 1, 2/ : 5-23, -49*. and 51" have>- be^en^ re jected under 35^ % 
^- U*.S\C. -103 (a)- as being 'unpatentable, over "Nyce et*al->. Bennett et* 

- --al . , Sahasrabudhe et al. -("1996), Baracchini et al . ;^aricl„ Fritz et 

- — k ■" <c — - "* _ •- . 

"jl. -{ 1 997 ) ^ "The* Examiner suggests^- it would^have been "prima facie- 
" ^ ofc>vious 0 -for & one\ -of* ordin-ary skill^in the*arl^-tb 0 .mak v e^anti$en_se^:tt) 2 
I ^ ^intfibit the expression*' of-^L-5 -receptor^£\rSztt 

th6\ inhibition of thi^ gene using antisense, because .Bennet.tr-, et ; al-. 
teach an 'antisense compound that comprises SEQ ID NO: 209 of the 
instant Invention,- while Sahasrabudhe. et'al/; (1996),- Baracchini ,et 
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^\ -air r <arid "Fritz .efal. (19"97) discloses ways to modif y^antisense as 
" " claimed,-' The Examiner suggests -one -of skill* would be "motivated to 

' - - -■ * 

^ make such- antisense" compounds^ because Nyce et..al\ an<i Bennett, et. 

** * *, 

al. teach such ^ntisense to IL-5 receptor while -Sahasrabudhe et 
^ al. (1996), Baracchini et al ."7^and -Fritz et al/:(1997) teach* the 

"* * 

use of modif ied^oligonucleotides» Applicants respectfully' traverse 

* M . ■ ■* . 

this rejection; • 

Nyce et al, (WO 96/40162) disclose the use of : * antisense 

:. f - oligonucleotides that are essentially adenosine-f ree to - treat 

. -v airway disease wherein the antisense are targeted to >IL-5- receptor 

■ ' ■ " ■ *■ 

5. a and IL-5. Nowhere does this patent application teach or suggest 

'■ , - ■ - . - 

antisense targeted to .murine IL,-5 -receptor a.or antisense targeted 

- * r " f * _ . ' * 

" -* ^ to 'specific regions , of human IL-5" receptor " a . as - now claimed- 

^~ " Further, none of the specif ic\sequences of the inst-ant invention 

» * - ■■«-■ - * . 

- - "are taught or suggested by this patent application iv " , 

* * . Bennett et al, (US -Patent -6-/210, 892) disclose 15 nucleobase- 



portion of *SEQ%I-D NO: '209* that is ^contained- within- -^a larger" 



o 



antisense" pompound* Nowhere does^this patent *teach -or. suggest* 



antisense ~* -to IL-5 receptor r J a as -claimed which is— taraeted" to, 

— <r- -^-. v . - , , .... • » ----- — .... 

specific regions of specific nucleic acid • molecules ..that are- 

identified- by SEQ ID NO. ' ■ . / • ■'. ■; ; 
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Inventors: Daan et al. 



)< / ■ .Serial No. : • 09/800,629 • j.-,- W> 



5 -J- , - 



.Vilirig .Date: " - ■ March J7, 2Q01 -V./ o' ' ' '""Si ^ 



gage ,22 



» -vfj. 



-1. 



-V - Vafiasrabudhe " et al.-\(1996) v disclose r^the ^effects v of 

-*'- .stereoisomerism Jat " the point of .attachment of - .a" peptide *to. an 

* * ■* 

* .oligonucleotide, r as a conjugate. Nowhere does, this pa-tent teach or 

suggest antisens'e compounds targeted -to regions of IL-5 receptor, a 
' nucleic acid molecules as claimed, . \; ^ _ -* . : 

The *154 patent - teaches* -modification of antlsense 

" oligonucleotides in general as a way to enhance activity. However, 
this general discussion of modified oligonucleotides does not* teach 

- or suggest use * of antlsense . compounds \of any type to target 
specific regions of an IL-5 receptor a nucleic acid molecule and 
the successful inhibition of... expression v using^ antise.nse * 

^. " Fritz et al- (1997) disclose and characterize model - drug 

carrier systems for antisense*: oligonucleotides , However, nowhere 

d oes -this paper- teach or -.suggest -antisense compounds .targeted to 

regions of IL-5 receptor a nucleic acid mo,lecu\es - as. claimed, 
* -. - .*" 

- " . ~ , " % > ' * . ' 

-To establish" a prima 'facie case of obviousness i three basic 

^-'criteria must, bejmet- - MPEP 2-T43* "First, t^ere must be some 



& c ' suggestion or motivation, either iru the references thems^lvesoor" in 
s — <ithC knowledge ^generally^^ailable - t^63 n ^-° 



••—HOC 



art, to modify the reference or to combine ; reference teachingis . 
Second/ there must be a reasonable expectation /of success- 
Finally,' the prior art must teach or suggest all, claim limitations. 
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*/ The ^Limitations of jthe -claims -a*s now :amended, which recite specific /- 

I regions within* specific nucleic acids that encocle IL-5 receptor- a,~ 
♦ - - „ « 

- . are~not taught or suggested by "any pf the, references individually 

■ or when combined* Therefore, "the -limitations .of the ..claims as: 

' amended clearly are not taught or suggested by the combination of v 

prior art references, nor is any -expectation of successful use of 

such region targeted antisense compounds provided by the 

combination of prior art. Thus, the combination of prior art cited 

cannot render the instant claimed invention obvious: Withdrawal of 

this rejection is therefore respectfully requested- ■ \ 

V. Conclusion - 

Applicants* believe . that the foregoing comprises" a full and 

complete response to. the Office Action of record. Accordingly, 

, ■" favorable reconsideration' and subsequent allowance of- the* pending 

J, claims is earnestly solicited. - ; - u " . 

.-^ Attached hereto -is a marked-up v.ersion of the^changes .made to 



the specification and claims /by the /current- amendments -The- , - 



^3. 
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Respectfully submitted, 
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Inventors : 
Serial* No - : 
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ISPH-0537 
Dean et al . 
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^ "March- 7 , 2001 v 



_ G-* ■ 



Z VERS ION* WITH MARKINGS TO SHOW CHANGES MADE " 



IT} ***** Claims : " . ^ . ~- 

Claims 3, 24-27 and 55.-66 have been canceled. 
The claims have been amended as follows: 

1\ (amended) An antisense* compound 8 to 30 hucleobases in 
length »H n h' i B j-araftt.ed . « 5 ' -nntransl af.eri. region, a coding 

r^ ginn. a stop cndnn reg i on, or a .V -untranslated rag io^- of murine , 

int.erleultin-5 nf SF.n m NQ: l or a 5 ' -untranslated region, a StPP 



r.ndon r^cHon. or a 3 ' -untrans3 ated region — q£ — a — nucle i c acid 
molecule encodino human J i n tftrVftiilcin-S • of SEP ID NO; 78 , wherein 
said ani-ififtnsft compound modulates murine or human iriterleukin-5 

signal 1 LL&uscluction . - ,„ 

> * *■ 

5. ('amended) The An antisense compound uf claim- 1 iLtO 30 

* nucleobasfls in length which ^ is " .targeted tp_ a 5 T '-uhtrangla&firi, 

region, a start codon region/ a coding reaion,__a stop codpn -region, 

... * *r- " — - ~— 

or a 3 '-untranslated region _o£ -a nuclei^ acid -iuqlecule- encoding ct- 

. *Q - ~~~ . - 

i3> * „ . - _ _ - **» 

-m ammal i'a rr murine interleukrn-5 receptor „ a- ,pf _ SEQ- IP flQ; — 122* — a 

iodine: reaTcrn^or a 3 T -tin translated, ■^e^Qn; of ^u gjLeic- aci;d 



molecul e encodiiia^jmjrine lpJt^x l ^ukin-5 - liecspt'pr a Q^; ,, J^ i ^ JJLJaQl. 
133, or a 5:-untranslated.._f Qgion,- a^jcodi ng' reQipii,— fr ^ J LQP ■ cod-pn, 
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v v Attbrr*^ .Docket 7 No^: : -'. ■ JSPH^0537^ 
'•' Inventors: ' - : ' Dean et al . 

: ' Serial No . : . ' , 09/800 ,629 

>W Filing Date:^ .>-i .-^ ,14ar<?b^,. 2001 ^ j .. ^ . ^ 

i- ^"^^ Page. -2 6^- / * . V ^ -^"^1" ^ -^"w. " ' ^ « <5 2 s ^- 



C?6 



re>ion.* orJ?a- 3-' -uWtraMslat^ d ^ regton Qf^a nuclei^ aci^ mQlaaLl aa- ' 



- -- ■ •' ftn no^in</hiiinam-integl ftftkln -STre cftPt.or.-a T-D"NQs • 17 6 t wherein „ - : - - 



"d 3 



said antrsensi compound ^modulates - the. expre;ssioriM . of -mamma l*i an 
■ murine" or human interleukin 1 5rrQceptor ,a . r ^ - ^ v 

* * ■ - . * ■ _. * 

. 13^ --(amended) The antisense compound bf. : .claim 12 comprising - 
At leas t : 1 an O ^ nucl e obu^^ puiGion cQn$i$teijaa ofytSEQ. ID NO;* 209. - * 
, '21 ; . \ (amended) A . pl - iarmac g utical composition comprising the- 
antisense -Compound'' of ;claim-rl' and a ph^rmaceuiically . .acceptable^ 
carrier, ori diluent* . ; . ■ * ■/■".- ^± 

^1 22, ' "(amended) The, p r Ua-Liuacaufcicai composition of claim 21 
further comprising a colloidal dispersion, system. .. - 1 rv 

. 23v.' (amended) The ' phaimacautieal - composition .of: claim. r21~ 

r . ' . * - ' ' ■ ^ * * - - _ ' - 

' '■> » .' ■-** ■■ " ■ > ' 

wherein the antisense compound is an antisense^ oligonucleotide " 
* n ^4 0. ^(amended) The antisense compound of claim 36 compiriaing. 
JiL. lraT t a r n IumI^p ^^fu ir r ' mnsistina. ^f SEP ID NO:: 20V 



^9._(amended) -A meihadT- demodulating inferleukin^S^s.^gnal^' ^> 



^transductidnCin cellar or tissues comprising,, contae-ting^-sa^, cells" 




,50 . (amended) A method of modulating the; expression, of. ; 
., i n^ m' iAi.ia nr h ^man or ' murine interleukin-5 -in mammalian humacL - Pj : 

* . 1 

■ muriri_e. cells or .tissues - comprising contacting ffiMrd human or muxJjda 
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n* 



t. r ^ * - ■ * ..." , , - : 1 \ 



i. »' 



y-y • , .At.torne'y- Docket No>. ; ISEH-0537 ; 

v " ; -' 'iftvehtors.: " ' *Y l)ean et al. 

r ; '. ' ". ■ serial No. :' '.• •'• ..' 09/800 ,.629. :.: : . F -f. ; - , . v '- -,.--'v-v / , \;,>*, r. '. :^= ; 

v-.v " ^y ; '^l£ng>Date:. *IT-^ ' " -March. 7V^2001> - fc," U'"" ' ""^ . 53: 

.-.-^ Page. 27 ^/ X> , -J- . s> ^ w ^ - „ " ~ 



-4 



*4" 



^J-'*' -'cetl's or* tissues with" -the" ant i sense compound c ol' claim 3 so : tlfat 

~ ci:Frccgi^ri--^ ^i*">iin»n nr murine interl-eukin-5-is^ inhibited. _ : 

-•• : " • -51'. ' {amended) "A .method . 'of modulating the " expression , of- - 

" " -.. * - ■human nr murine " interleukin-5 receptor., a in uiiiuiwUah _ . , 

-human' or murine cells or tissues comprising contacting hiwa& J: 

OX "murine , cells or tissues Iu vAt ro. with .the' antisense compound of , 
claim"* 33- so' that expression, of mai^Aalian ' ftumao . — Qt mvJCine " 

, , ■ - , . i ' * 

interleukin-5 receptor a- is inhibited. , v: 1 • r \ 

"52 . (amended) A method of altering the 'ratio of the..isof orms . - 
of mac iwidliaii h]n»n nr murine interleukin-5 receptor a in .rresrtiirosiiatt 
human or murine cells or tissues comprising contacting sard-hijman 
or murine cells or tissues "in vitro with the" an'tisense compound of 

- - _ * «*. 

" _ '*r. «f »_ 

p ' claim -33 so that the .ratio -of the mamnalian - hym^n^Qy mUf'in^ 

-7. interdeukihcS receptor a isoforms_ is- altered/ 1 - - . 

53# * (amended) . - A method of , modulating, the "expression 'of _ 
' ar " ' n ^ '- iL-" 1 h ' n™*" ^ r murine interfeukin-5 re.ceptpr a" in ^waiwual L a _ 

-hunran or murine ^cells or ^ti"s$ues" comprising contacting SAj-d - fau'inap -fc 



*3 




< t 



* interleukin-5 receptor a is inhibited.. . , / " \ 

. .. . , > • ' ■ ■ " _ - - * . ■ • ■ . 

54. (amended) A method of altering the ratio of .the •ispforms- 
•of .tt toi m uAli a n human or muxlne. interieukin-5 receptor, a in mammalian. 
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hiian-nr murine dells £r tissues comprising contacting Jnan^a 
m-'rmnMne' cells' or tissues -iiL-Vi££2. with the ant i§ense 'compound, of ; 

claim 31 --$'6 -that" .the ratio- of the mammalian ^hu,man' Q£ muring 
interleukin-5 receptor a i.soforms is altered* - , , ^ v. ^ 

- 67. (amended) The pha-Lma^fcufcical composition , of ..claim 21 
further -comprising a. chemotherapeutic agent, : for the " treatment of 

asthma. - : : ~ ; 

68. (amended)* A phaimai^QLiial composition comprising , the 

antisense compound of claim 28 and a pharmaceutical ly acceptable 

carrier ."or diluent* 

69. /(amended) A piTaimai i autical composition, comprising the 
antisense compound of- claim 36 and a pharmaceutical^ acceptable^ 

carrier or diluent. . ^ * _ , \ 

TO.'* "(amended) An in vitro diagnostic kit- for detecting the 
expression level- of 1*e a jmeirib'rane versus^ -soluble form .of IL-5 » 

- ^ * - " - - " jy 

Receptor a. -i ' - * - " \ : -\- . 

71_. - (amended) ..TWa -f n- ""vitro diagnostic kit. "of^claim. -70 

comprising- the antisens.e - compoun^of v ;Clalm 33; ^ , ^* - - 



f " * 



^~ i-" 72". (amended)^ " Thg^-jj " yi-tf ff diagnostic ki^ _of , claim .Jl 

wherein the antisense compound is t a peptide nucleic acid. 
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